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DC-SIGN-Fc binds HCV-envelope proteins 
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Immature and mature bC bind HCV via DC-SIGN 
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Immature DC capture and internalize HCV through 
DC-SIGN; HCV is targeted to the early endosomes 
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Lewis blood group antigens and some of 
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Binding of H. pylori is dependent on Lewis 
antigen expression. 
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LPS phase variation in H. pylori occurs in vivo. 
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Serotype 






futA 


futB Ley 


mono-Le* 




i-antigen H type 1 


J223.3 
J223.8 
J223.3Afc/ffi 


n=9 ("off) 
n=9 ("off) 
N.D. 


n=10 ("on") +++ 
n=9 ("off ) 
N.D 




++ 


++ +++ 
-h+ +++ 
+++ +++ 



J223.3 



futA 



1 ATGTTCCAAC CCCTATTAGA CGCCTTCATA 

GAAAGCGCTT CCATTGAAAA AATGGCCTCT 

61 AAATCTCCCC CCCCCTAA (STOP) 

J223.8 

1 ATGTTCCAAC CCCTATTAGA CGCCTTCATA 

GAAAGCGCTT CCATTGAAAA AATGGCCTCT 

61 AAATCTCCCC CCCCCTAA (STOP) 



J223.3 

1 ATGTTCCAAC 
GAAAGCGCTT 
61 AAATC TCCCC 

J223.8 

1 ATGTTCCAAC 
GAAAGCGCTT 
61 AAATCTCCCC 



futB 

CCCTATTAGA CGCCTTCATA 
CCATTGAAAA AATGGCCTCT 
CCCCCCTAAA AATC etc. 



CCCTATTAGA CGCCTTCATA 
CCATTGAAAA AATGGCCTCT 
CCCCCTAA (STOP) 
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Fig. 45 



DC-SIGN is expressed on gastric DCs and is the 
major receptor for Le positive H. pylori. 
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Fig. 46 



Binding of H. pylori to induces DC-SIGN-dependent 
increase of IL-10 and IL-12 production, but no 
changes in IL12p70. 
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Fig. 47 



Binding of H. pylori to DC-SIGN induces 
skewing of naive T cells to Th2. 
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Fig. 53 

PMN express the DC-SIGN ligand Lewis x and bind 
with high affinity to recombinant DC-SIGN. 
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Fig. 54 

CEACAM1 expressed on PMN is a ligand of DC-SIGN 
and binds through its Lewis x moieties. 




CEACAM1 LFA-1 
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Fig. 55 



Cellular DC-SIGN expressed on K562 transfectants 
and immature DC binds native CEACAM1 from PMN. 
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Fig. 56 

DC-SIGN is involved in clustering of DC and PMN. 



medium antl-DC-SIGN 
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Fig. 57 



Localization of PMN and DC in colonic mucosa of 
patients with Crohn's disease. 



CEACAM1 
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Fig. 58 



PMN activate immature DC through binding DC-SIGN. 



23-10-03: DC maturation by PMN 




□ medium 

■ PMN 

□ PMN/AZN-D1 

□ LPS (10ng/ml) 

■ E.coli (10:1) 



exp 1 



exp2 



A 



PMN induce upreguation of co-stimulatory CD86 on DC, which 
is dependent on DC-SIGN binding 



29-10-03: ELISA cytokines immature DC + PMN 
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IL-8 



□ medium 

■ PMN (1:1) 

□ PMN/AZN-D1 (1:1) 

□ LPS (10ng/ml) 

■ medium 

□ PMN (1:1) 
HPMN/AZN-D1 (1:1) 

□ E. coli (1:10) 



B 



PMN induce secretion of inflammatory cytokines by DC, which 
is dependent on DC-SIGN binding 
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Fig. 59 

DC-SIGN binds Lex expressing CD1 1b present on neutroph 
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Fig. 59D 



DC-SIGN bindsCD66acd and CD11b on PMN 



a. 




2J."fil 



8 9 10 



. Biotinylated PMN: 

1. IP lCAM-3-Fc, IB streptavidin, 

2. IP DC-SIGN-Fc, IB streptavidin, 

3. IP anti-DC-SIGN, IB streptavidin, 

4. IP anti-CD66acd, IB streptavidin, 

5. IP anti-CDUb, IB streptavidin, 

6. IP DC-SIGN-Fc, IB anti-CD66acd, 

7. IP DC-SIGN-Fc, IB anti-CDUb, 

8 IP anti-DC-SIGN, IB DC-SIGN-Fc, 

9. IP anti-CD66acd, IB DC-SIGN-Fc, 

10. IP anti-CDUb, IB DC-SIGN-Fc. 

IB, immunoblotting (detection/binding) 
IP, immunoprecipitation (capture) 
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Fig. 60 



DC-SIGN binds Lewis on CD11b 
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Biotinylated PMN, IP anti-CD11b, IB streptavidin: 

1 . control 

2. PNGaseF 

Biotinylated SW948, IP anti-CDUb, IB DC-SIGN-Fc 

3. control 

4. PNGaseF 

Biotinylated PMN, IP anti-CD11b, IB streptavidin: 

5. control 

6. oc-1,3/4-Fucosidase 

Biotinylated PMN, IP anti-CD11b, IB DC-SIGN-Fc 

7. control 

8. a-1,3/4-Fucosidase 



IB, immunoblotting (detection/binding) 
IP, immunoprecipitation (capture) 
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Fig. 61 

DC-SIGN binds tumor cells expressing CD66e 
DC-SIGN binds the tumor antigen CD66e=CEA 
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b. Biotlnylated SW948: 

1. IP ICAM-3-Fc, IB streptavidin, 

2. IP DC-SIGN-Fc, IB streptavidin 

3. IP anti-CD66ae, IB streptavidin 

4. IP anti-CDUb, IB streptavidin 

5. IP anti-CD66ae, IB DC-SIGN-Fc 

6. IP anti-CD11b, IB DC-SIGN-Fc 

IB, immune-blotting (detection/binding) 
IP, immunoprecipitation (capture) 



SIIRSTITIITF SHFFT (Rill F 2fi» 



WO 2004/041292 



73/77 



PCT/NL2003/000781 



10/533981 



CD 



8 

O 

E 

3 



O 

<D 
CO 
CO 
Q 
O 

c 
o 

>> 

0 



_l 

</> 

CD 
.N 

"c 

CD 

O 

O 



O 
CO 

I 

o 

Q 





a) 




CD 




<n 




>* 


la 


00 


CO 




_>» 
o 


CD 




c 


CO 


□ 


■ 




E 



CD 
CO 
CO 

a 
u 



o -Q aT 

Q O ^ 
Q O) O 




CD 
c£ 

nj 

CO 
CD 

a 
o 



251 

8-1 



CO 



^ CN t- oq q t CM 

dodo 



(uju os* 00) 3J-N9IS-0CI uo|Sdqp v 




(uju 05V ao) 8fr6AAS uo swvai uojssejdx^ 



5 2 

« > 

- Q. 

00 m 

1 * 

8 B 



05 



a 

Li. 



o 
06 

« fll n 

? (O *i 

I Q § 

o O o 



i Z 

- o 

s I * 

■i 5 H 

C/> </) " 

XJ CO 

«S CO 

.2 a 

to o 



o 
o 

I 

CO 
i 

d 
c\i 



2 

c 
o 
o 

CO 



0) 
(V) 
(0 

-g 

8 

LL 

i 

5; 

CO 









CO 




i 








CM 




















CD 
<*J 
TO 

to 

CO 
Q 
O 
D 



a> 

CO 
CO 

a 
o 



CD 
W 

6 
o 




JOCOJOCNWr^go 

d ^ d ° d ° o 
(uju osv ao)©«B99Qo uojseqp y 



o 



CNi 
CO 

d) 

Li_ 



SIIRSTITIITF SHFFT /Rill F 2fil 



WO 2004/041292 



74/77 



PCT/NL2003/000781 

t0/5339&i 




SIIRSTITIITF SHFFT (Rill F 2fil 



WO 2004/041292 PCT/NL2003/000781 

10/5 




SIIRSTITIITF SHFFT /Rill F 2fil 



WO 2004/041292 



PCT/NL2003/000781 



76/77 



10/ ! 




SIIRSTITIITF SHFFT /Rill F 2R\ 



WO 2004/041292 



77/77 



PCT/NL2003/000781 



Fig. 66 



DC-SIGNFc binds GlcNAc expressing CHOP8 cells 
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